Lack of effect of glutathione depletion by L-buthionine-S,R-sulfoximine on gentamicin nephrotoxicity in rats.
The mechanism of gentamicin-induced renal proximal tubular cell injury is not known, but generation of reactive oxygen species with subsequent lipid peroxidation has been proposed. In this study, male adult rats were given gentamicin and L-buthionine-S,R-sulfoximine (BSO), a selective glutathione (GSH)-depleting agent, to determine the effects of GSH depletion on acute gentamicin-induced nephrotoxicity. Urinary N-acetyl-beta-glucosaminidase (NAG) excretion increased equally in the groups given gentamicin alone compared to the groups given gentamicin and BSO. BSO treatment alone did not increase NAG excretion. GSH depletion by BSO did not enhance either gentamicin-induced azotemia or the degree of cell necrosis seen by light microscopy. In conclusion, BSO-induced GSH deficiency does not enhance acute gentamicin nephrotoxicity, suggesting that reactive oxygen species are not the major initiating cause of gentamicin-induced acute kidney injury.